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Amendments To The Specification; 

Please amend the Specification to read as follows: 

Replace paragraph [00003] in the Specification of the above-identified application 
with the following paragraph: 

[00003] Throughout the history of human medicine, various compounds have been 
used for the relief of pain. In particular, a class of compounds of plant origin known as 
opiates have been used since prehistoric periods for analgesic and euphoric pxuposes. Even 
today the opiate drug morphine is used as an analgesic for significant pain, and morphine is 
still an important benchmark for clinical studies. Morphine is the most widely prescribed 
injectable opioid today, despite its narcotic side effects. Acute opioid toxicity from overdose 
can result in respiratory depression and death, whereas chronic use can let lead to physical 
dependence, addiction, and severe s e v e r constipation. 

Replace paragraph [00017] which includes Table 1 on page 5 of the Specification 
with the following paragraph: 

[0001 7] Enkephalin and endorphin peptides may be thought of as having both an a 
message segment and an address segment. The message segment is portion of the molecule 
that binds to the receptor and is quite small, typically being the four amino acid motif YGGF 
(SEP ID NO:n in native enkephalins. The address portion appears to control membrane 
binding and may serve to help modify receptor specificity. As is well known, there are 
several classes of opioid receptors, with the three accepted subtypes being known as by the 
classifications mu delta (5), and kappa (k), with the corresponding clones receptors 
MOR, DOR and KOR. It is known that various endorphins and enkephalins bind 
preferentially to different classes of receptors. A listing of some endorphins and enkephalins 
(with single letter amino acid designations) and the receptors to which they bind is presented 
as Table 1 below. The message segments are underlined. 
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Table 1 . Naturally Occurring Opioid Peptide Sequences. 
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Replace paragraph [00018] in the Specification of the above-identified application 
with the following paragraph: 

[0001 8] The classic motif for opioid receptor binding is the YGGF fSEO ID NOrH 
sequence. While some variations are possible in this motif, it appears that the first tyrosine 
and the fourth phenylalanine are invariant requirements of enkephalins. The discovery of 
natural opioid peptides in the skin of the fi-og Phyllomedusa bicolor, which naturally 
produces the enantiomeric D-amino acids, led to investigations of other D-amino acids which 
can substitute for the glycine intermediate residues in the motif. In particular, the several 
motifs with a D-amino acids, including Tyr-D-Cys-Gly-Phe (SEO ID N0:19\ Tyr-D-Ala- 
Gly-Phe rSEO ID NO:20\ and Tyr-D-Thr-GIy-Phe (SEP ID NO:2n have been found 
effective synthetic enkephalin message sequences. Synthetic enkephalin analogues with a D- 
amino acid substituted for the first glycine have been designed to bias the conformation of the 
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molecule to obtain greater affinity for opioid receptors. Note that in the Table 1 above and 2 
below that the small case letter designation refers to a D-amino acid, such as "t" referring to 
D-Thr. 
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Replace paragraph [00024] in the Specification of the above-identified application 
with the following paragraph: 

[00024] It is anticipated that the glycosylated enkephalins of the present invention 
will prove useful clinical drugs for analgesia and anti-depression. For clinical use, the 
glycosylated peptides would be made in suspension and packaged and labeled with suitable 
instructions for use with patients. The drugs could be delivered intravenously and still bind 
to the appropriate receptors in the brain, due to the passage of the molecules through the 
blood-brain barrier. Other adjuvants, additives and potentiating factors might also be 
includes included in such formulations. 

Enter the Sequence Listing included with this submission into the Specification of the 
above-identified application. 
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